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Toxicology Branch/HED (TS-769)

" Background Informatién

On June 15, 1977, the FMC Corporation submitted a combined
chronic/oncogenicity 'study of Permethrin conducted with Long-Evans
rats to the EPA. This study was originally reviewed by Martha Panitch
on March 30, 1978. Dr. Panitch noted an increase in alveologenic
tumors in treated animals compared to controls and stated that "An
oncogenic effect appears to be present, but of low potency”. 'However,
she classified the study as "Supplementary Data"” based on her finding
that an unacceptable number of tissue masses were not accounted for

by gross or histologic examination.

Subsequent additional pathologic evaluations were performed and
submitted by FMC Corporatiomn:

1. Additional fissues were, examined from masses and gross lesions
that were not originally examined histologically. Slides were
read by Dr. Billups of Environmental Pathology Services (Acc. No.
097421). '

2. Lung tissue slides were re-examined by Dr. William .Busey of
Experimental Pathalogy Laboratories (Acc. No. 097419).
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3. Remaining wet tissues and paraffin blocks of the lung were
step sectioned and slides of the step-sectioned lungs were
evaluated by Dr. Billups (Acc. No. 097418).

Thus, three separate examinations of the lung occurred - Drs. Busey
and Billups each examined the same set of tissues and submitted
separate reports and Dr. Billups examined step-sectioned lungs and
submitted an additional (third) report.

In addition, FMC Corporatlon independently compiled and. submitted the
following:

b4, Gross-Histological correlation of findings based on the
updated histological report from Dr. Billups (Acc. No. 099964).

In May of this year, this reviewer transmitted to you a review of -
those submissious.

\

As you will recall, my findings at that time were the following;

1. The incidence of alveologenic lung tumors is significantly
elevated in males treated with Permethrin compared to
untreated males (p = .016). No tumor type other than
alveologenic lung tumors is significantly elevated in either
sex, although a trend was noted for pheochromocytomas in
males.

2. The procedure used in the step-sectioning of lung involves a
serious bias which precludes its use in the assessment of
the incidence of alveologenic lung tumors. This bias probably
leads to an underestimation of the number of tumors found in
the step-sectioned lungs of Permethrin treated animals.

3. The confirmation of tissue masses found at the final in-life
palpation through gross necropsy and histologic observatlon,
although neither complete nor thorough, is minimally
satisfactory for the purposes of this study. The follow-up
of gross lesions through histologic examination can be
considered to be satisfactory. This study should thus be
considered "Core-Minimum".
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Since that review was written, additional information has come to
light which is relevant to the interpretation of the study. On August
13, 1981, FMC submitted a document which purportedly explains the

bias which had been noted}by this reviewer in the step-sectioning
submission. The document acknowledged a serious discrepancy in the
processing of lung tissues both in the original sectioning and in the
step-sectioning process. As a follow-up to that submission,; a joint
EPA-FDA audit was conducted. During the course of the audit and the
subsequent EPA investigation, this reviewer has;

1, Examined all slides of lung tissue; male and female,‘original
and step-sectioned.

2. Interviewed a number of the hiétology technicians originally
involved with the study and their managers,

3. Examined all available documentation and raw data relating
to tissue processing. and;

4. Examined and analyzed measurements of the area of lung tissue
for all male animals in this study.‘

Recommendation: ¢

As a result of a thorough investigation of the processing of lung
tissue in this study, it is concluded that a serious inconsistency
exists in the histological processing of this study which renders
both the original and step-sectioning assessments of tumor incidences
inadequate. However, if. an attempt to correct the. inherent biases is
. performed, both the original and step-sectioning findings suggest an
increase in tumor incidence in mid and high dose treated male animals
(See Section III of Discussion below).

.Discussion:
-I. How the Bias Occurred

The in-life portion of this study was conducted at Biodynamics, Inc.

of East Millstone, N.J. After the animals were necropsied at Biodynamics,
Inc. their tissues were shipped in individual glass jars to American
Histolabs of Rockville, Md. for slide preparation and it was there

that the inadvertent bias was introduced into this study.

The bias was introduced due to one technician, who processed only
treated animals, preparing lung tissue in a manner which was markedly
different than the manner of other technicians involved in the tissue
trimming, embedding and slide preparation. Although.this technician
has not yet been identified by name, his (or her) style of recording
the number of paraffin blocks and other relevant information on each
animals necropsy sheet can be readily distinguished from that of the
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other 4 technicians involved in the histological phase of this study
(See Attachment C, compare to Attachment D). Lung slides of animals
prepared by this technician invariably correspond to those animals

in which the entire lung was embedded; lung slides of animals prepared
by other technicians invariably correspond to those animals which .
only had a small portion of lung tissue sectioned on the original
"slides. The animals processed by this technician are shown in Table 1.

TABLE 1

‘Male Animals Processed By An Unknown Technician*

Control 20 ppm 100 ppm . 500 ppm
(Animal Number) None 732-734 310-312 - 511-517 546-548
) 739 316-317 519 550-551
741-745 - 323 521 553
747 325-328 - 524-525 555
749-754 331-334 529 557-559
- 756=-757 336-343 532 562-565
762-764 345 534-535 567
766-769 347-348 537 569 -
351 542 : =
353 539
356-363 542
366-368 544

*As identified by a characteristic handwriting and method of recording
data on necropsy sheets (See Attachment C).

By matching these animal numbers with the lung slides shown in

Attachment A, it can be seen that this technician was indeed responsible
for processing all male animals which had'the entire lung embedded.

The technicians identified as having worked on this study at American
Histolabs have been identified as: '

Dr. Mohammed Asif

Dr. Mohammed A. Ansari
Dr. Khalid M. Shariff
Dr. Ghulam Murtaza Malik
‘Ms. Margie Henning

Mr. Richard Verfuerth, who was identified in the letter of July 3,
1981 to FMC as having "been totally in charge and responsible for the
histology portion of this study"”, was in fact not involved with the
processing of tissues in this study. This conclusion is supported
by signed affifavits from Mr. Richard Verfuerth, Dr. Mohammed Asif
and Mr. Kenneth Rawley (a supervisor at American Histolabs) (See
Attachments E, F and G). All three of these parties agree that

Dr. Mohammed Asif had primary respounsibility for the trimming,
microtoming and staining of tissues in this study. The coatents of
the letter of July 3, 1981 from Mr. Richard Verfuerth must therefore
be considered speculative rather than factual. ‘



-5~

Dr. Mohammed Asif is currently employed as. Chief Histologist at the
International Research and Development Corporation of Matawan, . .
Michigan. A joint EPA-FDA visit was made to IRDC on October 23, 1981
for the purpose of discussing this study with Dr. Asif. A signed
affidavit obtained from Dr. Asif states that he recognized his own -
handwriting on several of the necropsy sheets. . Furthermore, the type
of handwriting which Dr. Asif identified as his own is that which is
found on the vast majority of necropsy sheets (including almost every
control animal). Lungs from animals processed by Dr. Asif were
consistently trimmed in a manner which he described in his affidavit
(See Attachment E)., He could not identify the technician who processed
the entire lung rather than a trimmed lung.

Discussions with the individuals involved this study and a review of
 all raw data and correspondence associated with the study suggests
the inconsistency in tissue processing in this study was inadvertent.
Evidence for this conclusion is as follows:

- 1. Instructions from FMC to American Histolabs regarding tissue

' processing were almost nil. For lung tissue, the only
requirements were that two slides be made and that major
bronchi be demonstrated. Thus trimming of lung tissue was
neither required nor forbidden.’

2. American Histolabs was not familiar with the processing of a
study of this type. The Permethrin rat and mouse studies
were the first oncogenicity studies which American Histolabs
had received, although they have since had extensive experience
with studies of this nature.

3. Technicians functioned under very little, if any, direct
supervision at the time of this study.

Thus it is likely that the inconsistemcy in tissue processing was the
‘result of a lack of guidance by the sponsor, poor quality control and
inexperience in processing studies of this nature at the American
Histolabs.,

'II. The Problem With The Step-Sectioning Results

The step-sectioning of remaining lung tissue in this study did not,
and could not, correct the inherent bias that was created in the
initial sectioning of tissue. To understand why step-sectioning of
all remaining tissue could not correct the bias it is necessary to
understand how the bias originated. Lung tissue trimming and slide
preparation were consistent among the technicians at the time of the
initial sectioning with the exception of a single technician who
processed only those animals that had received test compound. This
technician, who processed most of the terminal sacrifice treated.
animals, embedded and sectioned the entire lung of each animal while
other technicians embedded and sectioned ouly a small portion (less
than one-half) of each lung.
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Of the lungs that were embedded intact, a far greater amount of
tissue was necessarily lost as a result of the initial sectioning of
tissue when compared to those animals which only had a small portion
of lung tissue embedded. The loss of tissue is inevitable in the
routine process of selecting a single slice of tissue due to -
the need to cut thorough a large portion of embedded tissue to obtain
the optimum cross-section. All tissue cut prior to the optimum
section is routinely discarded by the histology technician. This

was noted by Mr. Richard J. Verfuerth, past President of American/Histolabs
and the manager during the step-sectioning procedure, in his letter
of August 13, 1981 to Dr. Donald Nye of FMC Corporation;

-~ "Some concern has been made by the smaller number of
Treated Terminal slides. This can be explained by the fact,.
~ that originally these lungs were embedded flat, the entire
right and left sides intact, thus greater amounts of tissue
were lost in the original sectioning (In sectioning, a
technician routinely cuts deep into a paraffin block in
order to obtain the best section, containing the most surface
area). Whereas, the lungs that were trimmed, far less tissues
were lost in sectioning, because the samples were smaller.
Also, when we returned to the wet tissues for the remaining
lung tissues, all of these tissues were step-sectioned, none
of which were lost due to routine sectioning.”

Furthermore, not only are the number of treated terminal slides
smaller than the number of control terminal slides after step-
sectioning (1041 slides in the control group compared to 589, 480
and 479 slides in the 20, 100 and 500 ppm groups), but the areas
available for histological examination also are consistently less
in treated terminal animals compared to control terminal animals
after step-sectioning (2358.4 mm2/animal in the control group
compared to 1755.1, 1788.5 and 1560.2 mmZ%/animal in the 20, 100
and 500 ppm groups, respectively).

On June 24, 1981, this reviewer stated that "The procedure used

in the step-sectioning of lung tissue involves a serious bias

which precludes its use in the assessment of the incidence of
alveologenic lung tumors. This bias probably leads to an
underestimation of the number of tumors found in the step-sectioned
lungs of Permethrin treated animals.”

This conclusion has been subsequently reinforced by the following:

1. As noted above, the recently submitted area measurements

) clearly indicate that a great deal less tissue was examined
in treated animals compared to controls after the step-
sectioning process.

2,  The clear and consistent bias in the original tissue

' processing is illustrated in Attachment A which is a
reproduction of all of original slides still available.
The bias was carried through to the step-sectioning as o
~11lustrated by Attachment B. C;



In summary, the original conclusion of this reviewer, that the step~-
sectioning procedure was seriously biased, is still valid and has, in
fact, been substantially reinforced by a thorough investigation.

It must also be acknowledged, however, that the original sectioning
of lung tissue was biased as well. -Substantially less tissue per
animal was examined in the control group than was examined in each
of the treated groups. '

III. An Attempﬁ to Correct for the Bias

As noted above, the lung tissues in this study were processed in a
manner which was not consistent between treated and control animals.
FMC has stated in their submission of August 13, 1981 that lungs of
certain animals "had peripheral tumor bearing lung tissues trimmed
away"” while other animals were embedded intact. They also noted
that "the plane in.which the tissues were embedded resulted in a
smaller cross sectioned area"” in control animals compared to treated
animals.

)

The statement regarding the trimming of peripheral tumor bearing
tissue was based solely on the letter of July 3, 1981 from
Mr. Richard Verfuerth of American Histolabs to Dr. Nye of FMC Corp.
However, Mr. Verfuerth has since acknowledged, in a signed affidavit
(Attachment F), that;
- "My opinions (in -the letter of July 3, 1981) were largely
conjecture based on past experience that I have
had trimming tissue over the years, but what appears in the
letter as a statement of fact is in fact speculation. For
this study, to my recollection, I never personally observed
anyone actually trimming away peripheral lung tissue of the
rats as I described in my letter and illustrated in the
accompanying diagrams to the letter. I wrote this letter
withéut having the benefit of consulting with Dr. Asif or
anyone of the persons who actually performed the routine
tissue trimming...” '
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During the course of this investigation, Dr. Asif was contacted and

his statement is submitted as Attachment E, His statement does not
indicate a trimming away of all peripheral tissue as orginally indicated
by Mr. Verfuerth. Rather, his manner of collecting sections of lung
tissue to be embedded required the taking of transverse (or oblique)
cross section of the left lung and a longitudinal cross section of

the right lung. It was his opinion, as a histologist with many

years of experience, that such sectioning “provide(d) a representative
section of each of the lobes.” :

The other method of tissue embedding and sectioning was that of not
trimming away any tissue but rather embedding and sectioning all lung
tissue. Neither method of tissue processing is considered incorrect
and both can yield representative cross sections of lung tissue.
However, they do differ in at least one important way other than
plane of sectioning - that being the area of tissue which eventually
is sectioned is much smaller using the method of Dr. Asif.

It must be noted that few of the tumors in this study were associated
with grossly observable lesions. Dr. William Busey, ome of two
pathologists who examined lung tissues from this study, found that

"the bronchio-alveolar adenomas were characterized by proliferation

of the bronchiolar/alveolar epithelial cells forming a lesion involving
the terminal bronchioles, alveolar ducts and proximal alveoli. 1In
general, these adenomas were small... The bronchio-alveolar carcinomas
were characterized by a relatively undifferentiated proliferation of
bronchiolar/alveolar epithelial cells and were most frequently located
deep in the lung parenchyma...”. In either case, it is likely that:
the tumors would not be observed grossly, especially if the gross
necropsy was only of minimally satisfactory quality, as was the case

in this study. The lack of gross observation of the tumors in this
study is borne out by an examination of the gross necropsy sheets.

Thus, the area of tissue examined can be expected to be an important
-variable in this study. Although not all of the treated animals had
larger areas of tissue examined than the controls, the vast majority
of treated terminal sacrifice animals did have substantially more
tissue examined than the control terminal sacrifice animals.-

Fortunately, this variable has been quantified for all male lung
slides, orginal and step-sectioned, in this study by the study sponsor,
FMC Corporation. On August 13, 1981, area measurements for lung '
slides of all male animals in this study were submitted to the Agency. .
The measurements were performed at Structure Probe™ of Metuchen, N.J.
On October 1, 1981, all raw data pertaining to the area measurements
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were also submitted. (It {s noted that a number of {naccurancies in
‘the reported data have been identified by FMC based on 2 review of

© the raw data. It is also noted that the material submitted as ravw
data cannot be clearly identified as original data due to a lack of
dates and technicians signature OTC initials. However, for the purpose .
of this review it will be assumed that area measurements of male
lung tissue reported by Structure Probe, and corrected by FMC, are
accuratee) . '

. o N >
The total areas of tissue originally exanined for each test group,
based on the measurements performed at Structure Probe , are as
shown in Table 2.

TABLE IL

" Total Area of Lung Tissue Available'for Histopathological Evaluation
of Male Lungs (Both original and step-sectioned)

Area (mm2)/Group

" Control 20 ppm 100 ppm_ 500 ﬁpm
Original Slides g882.5  12168.3 ' 14940.61  14800.67
Step-Séctioned slides 149202 106461.6 115173.9 109763.3

Total 158084.5 ©118629.9 130114.5 124564

[These totals are corrected for original (nonstép-sectioned) slides
which had aultiple sections of lung tissue present. In those casesS,
the total area of lung tissue actually available for examination was
considered to be the area of only one of the multiple sections.

This was due to the fact that the multiple.sections are virtually
identical histologically, having been cut sequentially at the time
of the initial tissue prncessing.]

The number of male animals bearing bronchio-alveolar tumors has been
diagnosed as 8/60, 6/56, 12/59 and 11/59 for control, 20 ppm, 100 ppm
and 500 ppm groups, respectively, based on the diagnoses of Dr. Busey
(original slides) and Dr. Billups (step—sectioned slides). However,
as is shown in Table 1I, the total area of lung examined was
substantially greater in the control group compared to treated groups.

1f it can be assumed that the 1ikelihood of discovering a tumor is
related to the amount of tissue examined, an attempt can be made to
artificially ad just the tumor incidence, based on area examined, toO
the hypothetical trumor incidence which would be expected;if all
groups had equal areas of lung tissue examined. In the following
table, the aumber of lung tumor-bearing animals was ad justed by
multiplying the number of tumor—bearing animals actually observed in
each treated group by the ratio of the areas (as shown in Table 2)
of control and each of the treated groups.
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AFFIDAVIT : )

STATE OF . COUNTY OF - - z
Michigan Van' Buren

a

Before me, D. M. Frspamer. : ., an emplavee of the Department of Health, Educaticn,

and Welfare, Food and Drug Administration, designated by the Secretary, under authority of the Act of January 31,

1925, 43 Statutes at Large §03 (5 U, 5, C. 521): Rcorgamzatmn Plan No. IV, Secs, 12~15, effective June 30,-1940:; aad
Reorganization Plan No. 1 of 1953, Secs, 1-9, effective April 11, 1953, to administer or take oaths, affirmations, and
affidavits, personally appeared - Dr. Mohammad Asif in the county and State afore-
said, who, being duly swom, deposes and says:

I am presently employed by Intermational Research and Development Corporatior

Mattawan, Michigan, as Chief Histologist. A copy of my C.V. is attached to this

-

.".JV )ll’ LR

affidavi;.. From June 1975 to_August 1978 1 was employved by American Histo-Labs
Incorporated, Rockville, Maryland. ﬁy primary duties with American Histo-Labs
included trimming of tissues, microtoming and staining of tissues.
During my.employment at American Histo-Labs one of the animal studies I
.S"'(,Ay/u., AT B S L

worked on was the FMC Chronic Rat Study, with Permethrin, NCT #549.32. T had
primary responsibility for the trimming of tissues on this study.

| On 10-23-81 I was interviewed by EPA representatives Dr. Adrian Gross, and
Gary Burin, and FDA investigator D. M. Erspamer. I was shqwn original neeropsy
sheets from the above study, and recognized my own handwriting on some of the
necropsy sheets, for example animals #110 through #115. I was also shcwn,some
of the slides of lung tissge-from male animals on this study. I explained the
manner in which I cellected sections of lung tissee to be embedded. The method
of sectioning is illustrated on the attached diagram, and is described as follows:

-v:}l'l‘):( S Y

-~ 1 Gy
In general for the left lung, a transverse et(prosx\sectidﬁLEf the lung was

v\.\»:\L VA ‘\“‘("s:/,

/- TdY of

AFFIANT'S SIGHNATURE AND TITLE

FIRW'S NAME AND ADDRESS (Inciude ZTP Code)

Subscnbed and swom to before me at ___.Ma.ttana.n,_lh.cba.ga

(City end State)

this_ 23rd day of Qetraber , 19_81

/l’} N D e o i 2 2
3 N (Employoz/- Signature)
Employee of the Department of Health, Education, and Welfare

designated under Act of January 31,1925, Reorganization Plan /Z/
IV effective June 30, 1940; and Reorgenization Plan No. 1 of

1953, effective April 11, 1953.

FD FORM 4630 (10/72) ) PREVIOUS EDITIONS ARE OBSOLETE. ) T 6.P.0. 1975«630-634/1293 3~
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AFFIDAVIT
STATE OF . ‘ COQUNTY OF ) ;
Michigan : : Van Buren
Before me, N, M. Frapamor . an employee of the Department of Health, Educaucn.

and Welfare, Food and Drug Administration, designated by the Secretary, under authority of the Act of Januarv 71,
2235, 43 Staruzes at Large 803 (5 U, S, C. 521); Reorganization Plan No, IV, Secs. 12-15, effective June 30,-1940; and

R:org.mization Plan No, 10f1953, Secs, 1-9, efiective April 11, 1953, to administer or ‘take oaths, affirmations, and

affidavits, personally appeared Dr. Mohammad Asif  in the county and State afore-

said, who, being duly swom, deposes and says: ;

collected for secticning. For the right lung, where there are several dlst:.nc‘.

, LY el U

lobes of the lung, usually a longitudinal cross section was collected asz as to

provide a representative section of each of the lobes. The remaining portions

of the lung were plaéed_back in the original wet tissue containers, and were

retained.

-

AFFIANT S SIGNATURE AND TITLE

{ - .
b“""\p‘\\»n H-{‘s'

FIRM'S NAME AND AODRESS finclude ZIP Code) VRN VA

Mattawan, Michigan
(City ond Siate)

Subscribed and swom to before me at

this 23rd day of October ,-19 81
. P .
/e /I . i/»&,{’{sﬂo\lﬂ,

(Empioyee‘s Signeture)
Employee of the Department of Health, Education, and Welfare

designated under Act of Jenusry 31,1925, Reorgamuzation Plan - . . -
1V effective June 30, 1940; and Reorganizstion Pl.-n No. 1l of . : 3/3

1953, effective April 11, 1953.

FD FORM 4630 (10/72. . PREVIOUS EDITIONS ARE OBSOLETE. ®W 6.P.0. 1975630-634/1293 3~
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AFFIDAVIT AtEretespe T 1

3TATE OF COL iTY OF

] Reorganization Plan No, 10of 1953, Secs. 1-9, effective April 11, 1953, to administer or take oaths, affirmations, and

Maryland o Montgomery

Before me, _ ‘Rodney T. Allnutt , an employee of the Dcpartmenty of Health, Education,

and Welfare, Food and Drug Administration, designated by the Secretary, under authority of the Act of January 31,
1925, 43 Statutes at Large 803 (5 U. S. C. 521): Reorganization Plan No, IV, Secs, 12-15, effective June 30,-1940; and |

' affidavits, personally appeared Richard J. Verfuerth v in the county and State afore-
said, who, being duly swom, deposes and says: )

I an presentéﬁ Technical Advisor for American HistoLabs, Inc. Prior to this, I
was Director of Laboratories at this firm from October 15, 1973 until September
11, 1981. In addition, I was Vice President of this corperation fram October 15,
1973 until December of 1975, when I was eppointed President of this corporationm.
T served as President from December 1975 until September 11, 1981, when Mr. Lee
G. Luna took over the office of President and assumed sole ownership of this
firnm.

On September 21st, 1981 FDA Investigator Rodney T. Allnutt accompenied by Gary
J. Burin end M. Adrian Gross of the Hazard Eval. Div., Office of Pesticide Pro-
 grems, EPA, visited the firm where I am employed. In response to their inqui-
ries, I provided the following information relative to & rat study on Permethrin
ecarried out for FMC by Biodynamics Inc. of Princeton, NJ, whose tissues were pro-
cessed by my firm, American Histolabs.

| | 27
Approximately om Fecxy /%77 Dr. Schoening of FMC contacted me for the pur-
pose of exploring the processing of these tissues. y BV %

— v » ﬁ-) MOV“ S7Tup
kgll mmwﬁltwmfnpu
I modifiez;a mouse tissue disposition form %o ‘include the tissue handling he re-
quested, & copy was provided to the Investigator. s

Sometime after delivery of these tissues and subseéuent to their examination by
Dr. Leonard Billups of Rockville, MD, Dr. Schoening contacted me again.

Dr. Schoening informed me that Dr. Billups' examination raised certain concerns
relative to lesions in the lungs of the male enimals; he requested that the en-
tire remeining lung tissue be examined. I suggested a step sectioning plan to
Dr. Schoening. - He sccepted this plaa/and his acceptance is confirmed in Dr. v
Schoening's letter of MAY /, /972:,/( A copy of Dr. Schoening's letter was pro-
vided to the investigator: - P /4? ;4’92 *

Page I of 711

| Bococvcces, 220 20§52

Arrirzrcand A- Sy lvecowon Vo.

’y -, . :
Subscribed and swom to before me at M ) ?}146-.
4 (Clity and State)
198

this 7?4.3 yaVz¥ day ofk_m_. & .
L, P Lt

/ (Employee’s Signature)
Employee of the Department of Health, Educetion, and Welfare
designated under Act of January 31,1925, Reprganization Plan
IV effective June 30, 1940; and Reorganization Plan No. 1 of s's/
1953, effective April 11, 1953. . .
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AFFIDAVIT i S

STATE OF COUNTY OF
Maryland ‘ : : Montgomery

Before me, _Rodney T. Allnutt __+ an employee of the Department of Health, Educaticn,
and Welfare, Food and Drug Administration, designated by the Secretary, under authority of the Act of January 31,
1925, 43 Statutes at Large 803 (5 U, 5, C, 521); Reorganization Plan No, IV, Seecs. 12-15, effective June 30,-1940; and
Reorganization Plan No. 10f 1953, Secs, 1-9, effective April 11, 1953, to administer or take caths, affirmations, anc
affidavits, personally appeared _Richard J. Verfuerth in the county and State afore-
said, who, being duly sworn,_ deposes and says:

Page II of III ﬁ‘z/

f’iio.(L T0 ' ‘
S ime afier delivery of these step sgctiogg,of the lung of the male rats, Zw
S;mng wfﬁ%@iﬁ e giffcafﬁn“s felative to differenced in total num-

bers of blocks and sections fram each animal. I provided this to him verbally.

In June of this year, Dr. Donald Nye of FMC visited me here to discuss the manner
in which the lung sections were prepared. I explained this to him and followed
this up with a letter dated July 3rd, 1981. A copy of this letter was provided
to the Investigator. Dr. Nye had suggested that a "si= "'K epid
would be most helpful and the letter be written as soon as possiple. ”éﬁﬁmeﬁmeA,"
‘ . ’ ‘ . p,-’ ”&ﬂcgﬁag WA OED .
The investigators and I discussed the contents of this letter in great detail.
During this discussion I exmamined grossly a number of stained sections of the
lung prepered by my firm, American Histolabs which the investigators brought

with them. ,

I told the visitors that although I was substantially involved with the trimming
of the mouse tissue, my involvement with the trimming of the rat tissues wes
much more limited, at best. I told the investigators that Dr. Asif (currently
with International Research and Development Corporation of Matawah, Mich., was
the supervisor in charge of trimming the rat tissues. Others under his super-
vision and involved in trimming were: Marjorie Henney and Mohammed A. Ansari.

I suggested that the investigators contact Asif for details concerning the trim-
ming of the rat tissues. ‘ ’

I explained to the investigators that my letter to Dr. Nye was intended by me to
convey & reasonable description of what I thought had actually occurred in the
processing of these lungs. I realize now that my opinions were largely conjec-
ture based on past experience that I have had trimming tissue over the years,

but that what appears in the letter as a statement of fact Page 11 of 111
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M ERcrrn Frsr Cass, /w< .
ﬂam=1(0ﬁ44£:, .2 20852

Subscribed and swom to before me at Mé) . Znd |

. (City and State)
this X3 1L day of%&_. 19 7.

/%m,f 7. . =

. "(Employse’s Signature)
Employee of the Department of Health, Education, and Welfare
designated under Act of January 31,1925, Reorganizstion Plan
IV effective June 30, 1940; and Reorganization Plan No. 1l of ) ' e %,
1953, effective April 11, 1953. )
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AFF‘DAV'T ) ‘ L s .-,‘ ., e e - -

STATE OF . COUNTY OF
Maryland ‘ . Montgomery

Before me, . Rodney T. Allnutt : . an employee of the Department of Health, Education,
and Welfare, Food and Drug Administzation, designated by the Secretary, under authority of the Act of January 21,
19285, . 43 Statutes at Large 803 (5 U, S, C, 521); Reorganization Plan No. IV, Secs, 12-15, effective June 30,.1940; and
Reorganization Plan No, 1of 1953, Secs, 1-9, effective April 11, 1953, to administer or take oaths, affirmations, and
affidayits, personally appeared . Richard J. Verfuerth in the county and State afore- |

said, who, being duly sworn, deposes and says: /"/
10 my R FCOLLECTIONS K

Page III of III
“is in fact speculation. For this study, I never personally observed anyome
actually trimming away periferal lung tissue of the rats as I described in my
letter and as illustrated in the accompanying diagrams to that letter.

I wrote the letter wihtout having the benefit of consulting with Dr. Asif or
anyone of the persons who actuall rformed the routine tissue trimming and
blocking for this study, and I dig z:‘l’%‘eeiﬁ"mfﬁ’ﬂﬁ'er’s %dzj ‘{;r this study be-
fore writing the letter. I told the investigators that the initials gss%g.&h %‘77/

dividual who performed the blocking of tissues for each animal could be iound

on necropsy record forms which had been returned to FMC with the slides, blocks, |
and tissues. I also explained that all the blocks for one animal were identified

in each individuals handwriting and that all blocks for one animal were usually
processed by only one individual. ’

I provided the investigators copies of American HistolLabs, Inc. Invoices #1773,

#1814, 71822, #1825, #1827, and ‘}1837 which cover shipments of stained slides, |
m;e%eémd_sli‘ies-,—-aad—set&-t&ue billed to FMC Corporation, Agricultural Chem=—

ical Division in Middleport, NY 14105 and sent to Dr. Leocnard H. Billups of
Rockville, MD. : _

AFFIA GNAT ) 4 ’ ]
I LA (

FIRM'S NAME ANOKODRESS (Inciyde ZIP Code) ,
Prmaisbts > “osy Ilass <. Y8Y? Wyacowos fo
lﬁmj{///é/,(. /7720 - . 2052 ,
Subscribed and swom to before me at 7%41#74 . 7}'4 :
/ ' _ (City and State)

this __ L5 1f day of ‘ ,19__&7.'
Mt [ (2 |

" (Employee‘'s Signaturs)

Employee of the Depertment of Health, Education, and Welfare

degignated under Act of january 31,1925, Reorganization Plan :

IV effective june 30, 1940; end Reorganization Plan No. 1 of o ' y 7
1953, effective April 11, 1953. ‘
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AFFIDAVIT , Tee L.

STATE OF COUNTY OF )
Moyl angd v Montgonery

Before me, - Rodney T. Allnutt . an employee of the Department of Health, Educatior,
and Welfare, Food and Drug Administration, designated by the Secretary, under authority of the Act of January 31,
1025, 43 Statutes at Large 803 (S U, S, C, 5I1); Reorganization Plan No. IV, Secs, 12-15, effective June 20,-194G; anc
Reorganization Plan No. 1 of 1953, Secs, 1-9, effective April 11, 1953, to administer or take oaths, affirmaticns, sn¢
affidavits, personally appeared Kenneth A. Rawley in the county and State afore- :
said, who, being duly swom, deposes and says: ’ "

I am Senior Laboratory Supervisor at American HistoLabs, Inc. I have been em-
ployed here in a sunerv1sory canacity since 1974. A?Athﬁ¢4:

On September 21st, 1981 FDA Investlga or Rodney T. Allnutt accampanied by Gary J.
Burin and M. Adrian Gross of the Hazard Evaluation Division, Office of Pesticide
Programs, EPA, visited the firm where I am employed. In response to their in-
quiries I provided the following information relative to a rat study on Permeth--
rin carried out for FMC by Biodynamies Inc., for which the tissues from animals
on that study were processed here.

As T recollect, my role was primarily that of quality control of the final pro-
duct -2t the time of coverslipping the rat slides. I was not directly involved in
the trimming of lung tissues - Dr. Asif had this responsibility.

The personnel that I remember, who were involved in the trimming of tissues for
this study under Dr. Asif's supervision, were Mohammed Ansari, Mahboob Mealik,
Murtaza Malik, and Margie Henney. Having coverslipped the slides fram this
study, I feel that I can probably identify the person responsible for trirming
and blocking the tissues for each animal because each block is numbered by that

| person doing the work, in their own handwriting. I also pointed out to the in-
vestigators that the blocking is recorded on necropsy records for each animal
and that this is initialed by the person doing the work. Routinely, all blocks
for one animal were prepared by the same person.

At the time I was working on the rat study slides, Mr. Verfuerth was working al-
most exclusively on a mouse study involving this same test compound. He was re-
sponsible for trimming tissues for the mouse study and also for coverslipping
and final quality control of that study. '

AF:W 5 saGNA‘runE AND TITM é , !
7ALM./ é.%

FiRws NAME AND ) ADDRESS (inciude ZIP Code)

AHL

| Subscribed and swom to before me at Wﬁ_/
7 {City and State)
vis 220l anyot_Aeptit, 0

/,QA,, A L1l it

(Employee’s Signature)

Employee of the Department of Heslth, Education, and Welfare

designated under Act of January 31,1925, Reorganization Plen -,
1V effective June 30, 1940; and Reorganizastion Phn No. 1 of o : ‘ S g
1953, effective April 11, 1953.

FD FORM 463e (10/72) ) PREVIOUS EDITIONS ARE OBSOLETE. ® §.P.0. 1975=~630-634/1293 3=+



